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(iii) ® «*-7T>S^*>^^«^fflia*fctt*©*flSOT^^*^ 

[SN^4] t - 7 7 >^<*f > A ? I^G H S > A° i' Itfe «A & 

(i) t-77 fe»i*©«BifiKH^lCtt*ft:-&«J 
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(iii) K#S*3£&^-t*>y#> K«^I©St - 7 7 > Ai7 Sa 

<D&mwi&&A*:mfe-*z>z.z.iz.£ y> »* - 7 7 v/^ftoy 

[0 00 1] 

#$|t5!», t-77>^ft^>^^SMl»i:'©?SM&^i:Ltli 

[0 0 0 2] 

i-s^aco^itw^^^-ts-^cD^^vb^^tiTisy, immm.m.^mw 
7@BijtaMS*#©y5tf>Ktt> sei> ^^f> t^>> r^g&. 
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m& & <k if u # > k tfmrn l x ^ s m tc & ^satg & z> v ^ & # m & fc & %> 
ff a mm<D$->fy h*mM-tz>^miHsX&3znT^z> B r^-etcy f 

®'J^> F&£^&^©^li#;£y FoD^Mi: btMt> mmzftm&O 
V ify F <D 1*1 ^ICHofc orphan in FQ/nociceptin (Meunier, J.-C. Nature 393: 
211-212, 1998) <D£?teMi;$>Z>tf > &%i<D V f$y F&S V^i^C^jBHfc©^ 
^J:<D^MEtf>^ F<D^£^£t-£tCt«##&<5o #< 

MIC iotl^Bfi U Ftf>|i55£#?T;fc>*lTV^ (Sakurai, T. et al. Cell 92 
: 573-585, 1998; Hinuma, S. et al. Nature 393: 272-276, 1998: Tatemoto, 
K. et al. Biochem. Biophys. Res. Commun. 251: 471-476, 1998) 0 LfrV. 

[0 0 0 3] 

l ct: e> t -r s§&m] 
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[0 0 0 4] 

(ii) #««fls-&«©iiije*!*»ttS:jt«-r6ifcK:j:»;, Tzi-*hm&zm 

# (iii) ® K#-7T>S##*>^^KI8«<W«l*fett*©**KW^** 
^ [0 0 0 5] 

(l) 

(i) ^-yry^i^^y^^M^mm^r^t'ecDm^M^^mt^ 

(ii) ^^fb^^MfiSMM^tt^itgc-rs^iitc^y. 7:*-*h?Stt£^ 
i-£i««&fb^©#S«l^&&5£U 

(iii) (D »*-7T>S*#*>^^K»^IHJ»*fe«*©»lfilKlS^^K^ 
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(2) jitB (i) mmo^z v --yyj5miz&-oTnt>tio2>itiit®&f=.iz't 

^ (3) *-77y%m&Zy^?ntfGHS%^ft*yrt?mxtbZ>±m (1) 

(4) t-7 7>M3! >A*«#GHS^tt#>A°?SC^&'J, 

ffi (1) mmo^V V - — 
(5) 

(iii) M^««^Sr^t-^U^>K^ffi^®©^-^T>^«c^>A^K^ 

k £ £ ©-b- ^ -r 7° & -r s z iz w-r § „ 

[0 0 0 6] 

(A) yTy&mft&y-rmMiz-D^X : 
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V^*lfcGHS^fls#>A°/7{t (Howard, A.D. et al. Science 273: 974-977 
, 1996) , FM- 3^flc#>A?g (Tan, C. P et al , Genomics 52, 223-22 
9) ^fctemas^^fls* (Young D. et al., Proc. Natl. Acad. Sci. USA 

, 85, 5339-5342, 1988) & E ©ffi, Swiss-plot©;*"- 7 7 ^^fls©"?- # / <- 
>ucfa«£ tlT V* 5 =fe> ©& if *l£ . 

«, ttfe ^nt:*>ift, ha*», sat, * 

■x>», u>=fift. ^S#^> >Bk ^<>if>x;i/*> 

Bfc) £©&fcif#JB^e>*i£o 

*mm. mfemm. ±femm. ft&mm. mm&mm. mrnrnm. mmm. m& 
. nam* ^%s$> #wm* mm) , mmnHia> 

, #*ffllfiU ««H^ *#*MB. JffM=fob<M««ilflS. 

mm. mm, urn. umrm, *m&nt> mm, /mk) , ti», » 

Hi, Wft ffFft £*ft ¥ttft ffl©?, #Si* Jffi> M-ffc 

« («, *JK. /MB) > JiMf. Aft fl&ft WW. ^Tft **Jfiu «TSt», * 

6 ffiffiE4f 2 0 0 0-3 0 




n> mm. mm. -y-^ #, mm. ^t^tskm^(Dmm%L<itt 

<7>^mm^ (MiH MEL, Ml, CTLL-2, HT-2, WEHI-3, 
HL-60, JOSK-1, K 5 6 2, ML-1, MOLT-3, MOLT-4 
, MOLT-10, CCRF-CEM, TALL— 1 , Jurkat, CCRT 
-HSB-2, KE-37, SKW-3, HUT-78, HUT-102, H9 
, U9 3 7, THP-1, HEL, JK-1, CMK, KO-812, MEG- 

01 csftscDNA, mmm- mmmm<DcDN A^^-f^v-. & 
j&dn A©^^•rtl-e : b<^:v^ 0 ^-r zf^v -iz&m-r&^pz-teAtTVx-yT 

lalBLfeffi^ • IfflflSJ: U RNA®#&ITO Lfc%©£^T ^Reverse transc 
riptase Polymerase Chain Reaction (J^T. R T-P C RSilHSffc-TSMC J; o 

[0 0 0 7] 

*-:7 7>^flc#>A 0 ^5t£^-£lcr3- Kt-£ D N Atf) ^ □ - - y 7<D^& 

V- V%T S^^KZ) P C R^^C J: o TfrffBD N A ^ ^ U B 65 
# ^-TSDNA$:ii(ig1-S*\ ^fcttjg^^^^^-lcM»^^DNA$:M^.« 
^-^T>^^^>7^ 0 ^^©-§P&^v^^i^I^$:^•rSDNAI^^•%L<^i 
^DN A*m^TmfflLf=.&<D£<D/\4 7V $4 H-iss y\Z <fc o TjgJS!li-& 
lil^TtS. /W #*-fif-^3 Wittf Molecular Cloning ( 

2nd ed. ; J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) IdfE 

t7u->fci<nfc*-7 7y$:nfc*>rt?MZ^- SDN Aiig^tcj: 

T^tSrt^T'tS. iDNAttf©5' *SgfiaiCSiRg|^zi K>£ LT<Z> 
ATG^fU £fc3' *S8«ftCtt«|RJKFih=lK>i:LT©TAA, TGA£fc 

7 ffil#2000-3078605 




M§&^j&DNAy**:7#-£m^Ttfj&nl-5r hfc-e^s. 

[0 0 0 8] 

xmmmzis^x. r*--7 7y%mfo*y^?$i&mMMi ti*±m (a) 
*-77y&m&*yrt2Mzm£Mmz&^xmmzi*z>*8i£.LTiz, m 

x.fc£, _LfB (A) ©^-77>^ft^>/^I5:3-KtSDNA$:ffi^T, 

7>^ft^>/^1^3- K-rSDNA7b^S6<Ji:-r-2>DNA»T^rS:^jyaiL 
, (n) iDNA^I:i@§4W^ ^-^©Tfttcjaag-r* 

^^^-ilttH ^HfS^(Z)7 , 77v5F PBR3 2 2, pBR32 

5, p U C 1 2 , pUC13), feflfi^^X^ K PUB 1 1 0, 

PTP5, P C19 4), i#^7"7^U*(E p S H 1 9 , pSH15) 

[0 0 0 9] 

, T7zfU^-$-. lac^D^E-^-, r e c AT'Dt-^-, ^ P L ^D 
*E-*-, 1 p p7'D i E-*-4^ 1&^*«Af-^/^M«"eS>«»-&li, SP 

8 £Bf£# 2000-3078605 




BMX$>Z>m&it, PH05^n^E-^-, PGK^Dt-^- GAP^nt 

M-e^Sl^li, jKU^KU^^d^-^-, p i o :7n 

o 

a«iT-*-4:LTt±, Fummm^mm mr. dhf r 

£B&#-r&4i-iir#&&) (^Vhm-h (MTX) Wffi „ T>tf£/ 

(J^T. Neoi:*#t*«^#**v G4 l 81H4) ^#iM:f£>*i£ 0 # 
{C, CHO (dhf r") fflMZm^TDHFRMfc^Zmm^-Jj-HlsTm 

oa— >^^/ge^j, ompA • isy-mmm&zw. mutfAT-jixmmx&zm 

£tfmmT*$>2>m&iZ. *-Y^-<f >?":7T?#-a (MF a) • 2/^;i/SB3?rj> -f 
[0 0 10] 

9 ffiIE# 2000-3078605 




V trmW £ Ittt, xS'xUtT- 3U (Escherichia coli) K12 
• DH 1 17 u i/-Vy?X • *7 - -if • • 7*7^ - • *zf • Vr<i 

x>WX • Or 7 - if • n-x^x— (Proc. Natl. Acad. Sci. USA) , 6 
0#, 160(1968)], JM103 9 4 1/ V 9 • T is V X - U U" — 5S 
(Nucleic Acids Research) , 9 309(1981)], JA221 — 
rtf"^* =EU^r=L^ — • A>{ TfrUi?— (Journal of Molecular Biology) ) 
, I20m, 5 1 7(1 9 7 8)] , HB10 1 - • - * 1^*3. 5 

— ';U*nS?-, 4 1i, 4 5 9 (1 9 6 9)), C6 0 0 [ a: * -y- -f y ? * 
^ (Genetics), 3 9 44 0 (1 9 5 4)) ft^fflV>&*l5. 

/t^;V^J»®i:L/Ttt, fctx.«A^;i/X • 1r^;i/^ (Bacillus subtilis) 
MI 1 1 4 liy-y, 2 4f, 255(1983)), 207-21 

/"W yf~*r ^ 7* V V — (Journal of Biochemistry) , 9 5i, 87(19 

8 4)) &£.jw§v*p>n$. 

[0011] 

iltttt, fchTLlZy- y ijU^^^T, -fe Utf i/X. (Saccharomyces cere 
visiae)AH22, AH 2 2 R~, NA87-11A, DKD-5D, 20B-1 
2fcif#fflVN6>*l§o 

0 Nature), 3 1 5i, 592(1985)). 

3KtMbMJBl (Spodoptera frugiperda cell; SfW , Trichoplusia ni£>t£ 
fl§fi5fctf)MG 1 mfl§, Trichoplusia nitf)|p&3fc(Z)High Five™mfl£, Mamestra b 
rassicaefi3fcCDmfl6*fcteEstigHena acreafi5fc0mj^& ZtfiM V^&ft*. 
WtfBmNPV©«^tt, SffiXftMtiHJtl (Bombyx mori N; BmN«g) & 
4f3^fflV^tlS. f Mmt Uttt, Sf 9 miig (ATCC CRL1711) , 

S f 2 imm [Jg*-b* Vaughn, J.L. -f > • >Jf-f h □ (in Vitro) , 1 3 #, 
2 1 3-2 1 71 (1977 *£) ) & if V> £ tlS. 

IMMBlfifcl/Ttt, fetiWCOS-TlE VeromflS, ft-f--X 
AA^ # -mmc HO, D H F Ritte^il^ -f — - X;\ # -«JflSCH O 

1 0 2000-3078605 




(d h f r'CHOtt) , VtfXLjjSfflflg, 7-?73T 3 Mm, V^UD- 
-^mm, t hHEK2 9 3 Mm, thFLiE C127M, BALB3T3 

mm. s p - 2/oM&^mv^*i3 0 

• ^-$/a^-;b • 7 #7^- • tf^- if>f siyis-i X • *zf- if • n.- 317.31- ( 
Proc. Natl. Acad. Sci. USA) , 6 9t, 2 1 1 0 ( 1 9 7 2 )^ *?- > (Gen 
e) , 17i, 1 0 7 (1 9 8 2)^iflCfB«©^SiC^oTff^t>nSo 

;i/ • S?x#-r->f y (Molecular & General Genetics) , 1 6 8 1 1 1 ( 
1 9 7 9)&ifCffi«©;£S&K«oTfTfc*l*. 

*«&^««SI-r*K:tt, fci:x.«^"D$/-^>^x - if • ^->>3^-;i/ 

• TXt^ - • if-f x>W X • if • a-ixx- (Proc. Natl. 
Acad. Sci. USA) , 7 5i, 1 9 2 9 ( 1 9 7 8 ) lCfB*©^{C^o T??& 

[0 0 12] 

m&Mm&fc&m&zBnfem-t&izi*, t^TLX-tA^-A/^^ j uv- (Bi 

o/Technology) ,6#, 4 7- 5 51 (1 9 8 8^) E {CS3^(Z>#&lC^o T 

S&^IWSSr^KlKift'rSJCtt, fcti«^Dn^- (Virology) , 5 2i, 
4 5 6 (1 9 7 3){Cga«©^tC^oT=ff^fctl^ 0 

t-?? >A^«#g^/<^ # -(Dfflm^&mAjjWit nit Mx. 

li, U3K7x^i/a>S [Feigner, p. L . et al. ~?ni/—isytfX • A~f ' if 

• ^-^>3^-;i/ • 7*5^- • • if>f • • if • ( 
Proceedings of The National Academy of Sciences of The United States of 
America) , 8 4t, 74 1 31 (1 9 8 7^) ) , V >miJ JbZ/V [Graha 
m, F. L. and van der Eb, A. J.^f-r UUP— (Virology) , 5 2i, 4 5 6- 
4 6 71 (1 9 7 3*£) J „ [Nuemann, E. et al. ziyiS • 

■f-)V (EMBO J.), 1^, 84 1 -8 4 51 (1 9 8 2^) ) 

1 1 ffiSE# 2000-3078605 




mmm&*H^T. ^-yry^mw^y^^n^^zm^^^ij 
ma itn ±tz(Dn<®}MMKMAt*tifrmm'<9 * -tfm&mzm&&&nt~ 

jj-zmmizLTmnmm&zmtR-tz, z^iz. ^<DZoizmM^-^-^m 
^xm^tit^m^mmiz^hr, wivm^? u-ymmzft&oz tizzy 

Z> B d h f rifif Mv-*-hbtS^fel^ MTXig^£&* 

icJitfTigilU m&ffi*miR-?2>z.£lz&V. dhf r»£^i:i:t)t:, 

. fcfc^Ui^Ol/n-;*. "r**bVy. *sm&mn. yamtet. iiitlt 

[0 0 13] 

m*'5tiM9t&j& [5 9- (Miller) , —}-)V • • :n * J*'* U ;* >^ • 
-iy ' ^b^rOL^— • S/ai^-r-'f V 9 7» (Journal of Experiments in Molecula 
r Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 1 
9 7 2] ##*bv*. zziz ! &mz£V7u^-*-$:%)^&<Wlfr-&Z>fcitolz 

}f £avi^;i/*MStf>^-£\ 3 o ~ 4 o 6-24 B£|^Tfc 

1 2 ffi!E# 2000-3078605 
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(Burkholder) M'^igM [Bostian, K. L. U i/- V y ?X • 

Xzf - if • i-isa-i-Jl - 7*5^ - • *zf • if-f :n> WX • • if • i-x 
^X- (Proc. Natl. Acad. Sci. USA), 7 7f, 4 5 0 5 (1 9 8 0)) ^ 
0. 5%#if^ ;»mt*SD«* [Bitter, G. A. r^ D i/-S?>^ 
X • • if • ti/3t;v ■ 7%?^ - • Hrrf - if-f x>w X • *->r • if • =l 

-X^X — (Proc. Natl. Acad. Sci. USA), 8 1i, 5330 (1984 

) ) tfm\ft>nz> B iM©pHi;m5~8cs§^t-£©>Wi:bv^ ig^teji^ 

Jj$20TC~35TC-££j24~7 2 HSMSfrW &S^j£fcTii&^«#&j&nA*. 
[0 0 14] 

i±^*MT?$>5OTi#:?:§#tS^ ^fttbtlt Grace's Inse 
ct Medium (Grace, T.C.C. , * V - (Nature) ,195,788(1962)) JC^gHfc L 
£1 0%^^J^^l^^©^i^%$:7glcilJx-fet;©^if^Mv^btl-g>c §i0pHB 
2-6. 4 (ClItSCAWt LV^ mmtMlgffi 2 7°C-e^3~5 BH 

~2 0%©M^Jfitf»&#irMEMigifi IVJ^y* (Seience) , 12 2i, 
501(1952)), DMEM^i 4 □ □ 5?- (Virology) , 8#, 39 6 
(1 9 5 9)), R PMI 16 4 Oigifc [*;•*-■ • • if • 7 * U 7b > • 
^-^-f • TVi'X-J'H^ (The Jounal of The American Medical Associa 
tion) 1 9 9#, 519(1967)), 1 9 9 igiffi IzfU */- *? > if • *zf • if 
• yi^m^-f • 7* - • if • A>f ;T n - (Proceeding of Th 

e Society for The Biological Medicine) , 7 3i, 1(1950)) &£f#J§ 
V^fetlSo pH&$j6~ 8T'fe§©ji)W* LVN 0 ^f#|j:If|?l3 0TC~4 0t:T' 
Sfol 5~6 0«riaffv^ ^iC/SDTM^m#$:*llA.-&o 
#{CCHO (dhfr - ) MM&£tfdhfrmte**miR^--*}-£LTPB^Z>m& 

tc&, vy^i^nAjif^ttjt^mm^ym^Mm^tiDMEMm^m^ 

13 ffi$E#2 0 0 0 - 3 0 7 8 6 0 5 




[0 0 15] 

mtf&<^£nZ>Wfi<DZ£Z:^t>o M©t#^St Ittt Potter-Elvehj 
(Kinematicaftjg) IZ£Z>&^ M^&lZ £ "7 Vy^ 7 Is^te ¥X*$\U±. 

^itlTfflt^tll). Wz.lt. mffi&lftWL&&&. (5 0 0 r p m~3 0 0 0 
^ 00rpm~3 0 0 0 0 rpm) "^31^3 0 #~ 2 £ *l £ tfcM £ 

#>/\ c *K©4&. liKfc'J l o 3 ~i o 8 ^K'fc50«L<, l o 5 

df-^h (d#>k) (ittstt) nzffim&T-? v--y? 

[0 0 16] 

(C) ttlMfc'&ttlC'O^T : 

1 4 ffifE4$ 2000-3078605 




xitmrnm (mm. m.m. vym. $kit*mm. mm) nam.. &sw£j£ti 
k mm. *?m. ^u^ym. 7?^, vi^om. mwm. m 
&m> t^cym. v>nm. *s=*.vm. gzwrnm. *#y*jiftym. ^y^y 

[0 0 17] 

(d) mmmmmmz-a^x 

*-7Ty%mft*yrt?Kftmmm$.itizz<Dmmmwftiz&mk&®&m 

(a) IMpH©|gi, (b)T^^rF>^KI> (c)7W3U ( 
d)MSSP^C a 2+ aiH. (e)»JSftcAMP«|, (f)ttftcGMP©a (g 

M 7i/b-;i/U>ilft, (h)MM«^iir. (Vfflmftm&Ht&vymit. ( 
j)c-fos©» (k) GTPrS®^ (1) Istf- # -Mfc^&m 

mftzzmmzhx. &&<DxmzmvT£t=.itwm<z>wfem*ry hzm^xw 
*mm<D7.?v - -y y^mt t=.it v#y F&fejfmiz&^Ttffrn&ms&m 

mfr. &&T$*--7Ty ! §:mfozyrt>7'gi*^h-& ^mm * tz. it * ammmm 

o t itm % o t m n & v ^ itmm izm^ & m $ & v \m ^ & a ? ? 7 - iz & 
mv. *n?n<DfflMizmmti$®z&MVT-mf%m-jy*zL'<- h vtz&. 
MM$Lfzit*<DMffimm&zmii!,&z^it±mmzm!&LT. ^hfcm®** 
ti^tuDjjmz'&iTmmtz. 

^Kit^^«. m^mmmizMt^mmm^MLxrv^^^n^-ox^^ 

15 ffiSE#2 0 0 0 - 3 0 7 8 6 0 5 




(Dmwmu^ £ & v^ ferns £ & ©«Bii®:$Hc*r-f z>m%.mffl 

# * > a ? « & b fciBjia * t=. (ommrnrn^- tezzftf-^ry z y 
^ n * u & v ^mm £ tc & * com mm m$- &&mx $> & o ^nw^w -e & & 

(c). Kmm<D^<DnmU(D^(D^^t)^if^n^>o 

[0 0 18] 

(1) MpH (acidification rate) <«l&S:$!l/£-rS - £ -r<5*ffl 

0 *M^&%&mki5mz.KfchTmt^ZM&ft<Dv**VJ hiz>1*— (Cyto 
sensor) Ix*^--?/^ *t±fc btlttS Zl £ IC 

q ^ _ 7 7 y ^fls #yrt# fC^iSHl® £ £ & ^ tf>*Hfl&BI®# 2 l$fS~&J 
WpH^tSitit 0.1%^>jMT;i/^>£^tfRPMI16 

1 6 mfE4t 2000-3078605 
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© mz. tt&itG®*&timi&z*-7 7y&®<*2yrt9Kft&mmizfc& 
*<bMmmmmz^\stt-7 7y&mtk9yrtvmzmm^&z.ii\z&^ 

x £ D zmw&pnmt ZWfe°? s„ 

[0 0 19] 

^ (2) GTP7S0tM^i$:IgtSZ:i:?:#ISi:t5lJigl«fSttI^ 

mm &*-?7y ^mfo zynv %w$$mv>wm& \z & v > x % sags $ n & . m 

7 S*m$QlsXl3< HGTP 7 SteGTP £mmiZG#y/*?lZ%ii!ftZ>tf > M 

T^^m^ti^G^y^^^timmmiz^vr^m^mn^ti^o mmvtc 
gtp 7 s *m^z£mmmiz&&vfcnMm&zmfe?&z£K£^x&,&tt. 

znzftmhte^mMtztt-rzmmft&zwfe • itm-t&z-ttfxgz. 
miz, *-7 7y%m{£*y^?n&&T$*-7 7y&mibzyrt9n : kftmv 
*^mmz^timm&zm^zTviz-(mx-&2>i)\ mmmmm&&w&-t&*> 

(DX&v. &Wjfemzis^x*-'7 7y$:^<b*y^?$tmm$-^<DGTP 7 s 

t$i!i&mm& & u t-77> ^m-fo *y^?g.zmmv&^ ri^a© g t 

50 mM Tris, 5 mM MgClg, 150 mM NaCl, 1 mM GDP, 0.1% BSA pH 7.4&£) T? 

1 7 mtE# 2000-3078605 
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(D &JC®-e&e>*lfclfc&a^fc&« (WliU Falcon2053&£) iC^HiU # 

Ms-£#>£in*-. se»jcj»«fl[*<jte200 pm*;&£ <fce>ic [ 35 s]gtpt s£#n*:£o 
<D #ac, ®T«e>nfc*%S:#&25X;-Ci|i&ii$B3llfiLfelft» ^M^ffi?^ (M 

*K#L7c50 mM Tris, 5 mM MgClg, 150 mM NaCl, 0.156 BSA , 0.05% CHAP 
S P H 7.4 1.5«lfciO &iDx.T, #9*l«il£5*KGF/FJ&*f3:fl!V*T 
) T'5i®-r&o 

® (Mx-tf, &J65T;. *&30#) lt«jit, «flc$/>^ U- S/ a > 

# 9 > * --c 5*K_hic^o itmm&tzm<& vt=. [ 35 si gtp 7 s&ttmm&itwfe'? 

[0 0 2 0] 

(3) HWcAMP0ti«fSit^Mi:tS iiiSSttlt^ 

to*- ? r > nmmffimz.i$-*2>Mmwmm&*w%.'? & z. n 

X, 77k tf-fr^ -V^r. i^>fc££&jgLT#£nfcmcAMP^#£ 125 I^I$ 
cAMP (£*>lClUJRia) $:^M-rS3^lca:oTRIA^>ev>«mcAMPin;^^^cAM 
PilS:ffi»-a-fci±fefa©EIA^T't;?RI^-r<5>^i:^-e^Sc * fcmcAMPm#£prot 
ein AfeSV^^imcAMPm^jg^i-MV^fem^©IgG^^^CM^Sm#:^^^^b 

r @5t l & >^ ^ > h if- x n 125 mfficAm> £ & mm -t & s?miz j: & 
m-rs) = 

, 7*;W3 U >^if$B5j8&^cAMP*&ii*n$-&S ^-pfc^HlC^oTMftcAMP 
*£_h#£-fr. ^^^Sr^in-reziiltCcfcoTlfflfigrtcAMPa^flS-rsr £ 

1 8 ffilE#2 0 0 0-3 0 




^AK-jis- bizm^temm c«*.tf5 * io 4 ceii/weii) tfiu *&48^ra 

„ 0.2mM 3 { )J^JV-^^J\y^-V-y^y tO.05% BSA£;20mM HEPESSr-^TCf 

7A>^^7t>y 7T-(PH7.4) (J^T, 0.2mM 3 - 4 V Zf^-JV- * ^)V^y^ 
^ >£0.05% BSA£20mM HEPESfc-^tf/N^XAy T7 7 - (pH7.4) &Jfo)%rlv 

(D -e©^jg^* (M^ttf. &j0.5ml) ©M^MA^^T-^MtCiflJX-T. ^ 
3 O^^tHtMtSo 

<S) £j£JBAy:7 7-S:lifc^ mfclzmmm *&0.25«1) (DfiLfc 

- (cAMPjg£«JMtt£M^ 2/ttM7^;i/^=iy >$:-g-tf^(Z)^ 

ic^M (M*-t£, *&l nM) ©f*^b^S:^*nbfe=fe©S:«BfiSlc*D 
X., ^3 7TC7?^J2 4^^HiS$1±So 

© MffiM^OcAMPi^, cAMP EIA3r y h (77^^A7 7;i/7i/77Htf^ 
[0 0 2 1] 

(4) CRE— itte^ 1 &iAt5 3i:§:#ti:tS ifflMM^Eiffil^ 
CRE (cAMP response element) D N A fcfy*^ — > ^>fi/y^^ 

^^-^fclifcfy*^-> :£>/\>-if— (J|t#>f >^r»3g (80 ) 

t'©;i/i/7i7-ifl^±^©7;i/f ^D-->^'t>f MctfAU z:*i£cr 

1 9 aiSE# 2000-3078605 




E- i/sK- 

CRE- 1/sK- h ^ 7 i ^ a > bfciiMlCfc^T. c 
amp Jt# £ # e> ftlft &> CRE & ^ L 7c ;i/ i/ 7 1 5 - if jfrfry-l83i £-t*uc5IS«!< 

3 illC J: CRE- l//j<-^-ii^^^^-^Amp^©cAMP*©^i& 
CRE— # -itte^ ^-^-77 * StI&MIflS IC h 

® CRE- l^/K-^r-*^$:^Abfe^-^T>^#^>^^KI§^fla$:2 
47X71'- MC^&$I^ 5 x 10 3 cell/well) fill, ^J48^f^ 

(D *HJB&£*i^4 dill 0.2mM) 0>ig«$£ 3->f V7*f 

JV^y-y^y £.0.05% BSA£20mM HEPES&^fr A > ^ X A y 7 7 - (pH7.4) J£*T 
, 0.2mM 3 ->f V^;i/-^^;i/^ri^>^>i:0.05% BSA£20mM HEPES&-^tJ 
A>?;*A-/7 7-(pH7.4)£, jR0JBAy:7 7-£nf>$O ) T'gfe^-T-So 
CD -£tf>^> SIS* 0.5ml) <D&fomAy7 7--&MmzMZ-Tmz 

® #CtC, S)Sffl^777-$:i§, iffeJC^Eg^* (Mx.tf> 0.25ml) ©^J&M 

7*y:7T-&ttJBicin*fc«, sis* i nM) (D^mit^mtm^A ( 

0.25ml) ©£j£ffiAy7 7- (cm?m&$!Mt£&*fflfe-*2>%i&lZ.te 
, 2/tH7*;i/7>3'J LV>) SrSBJ^lCiD^, >®3 7 , CT*&J2 4 

i£8?«tic$g#gfr Ofc#>f >3fim («o ) SrSsan-r^o 
> # - £ fete h y zfij v y * - & if ic <fc y wfe? z> . 

® ±fB®~©£>7j 7 7>^##>A?M£$§^LfcVN|H!i££ feline 

2 0 ffiM# 2000-3078605 




-if. ^n5A7i-3-Jb T-k^;i/ h5>77 Jc5-if£>£V\&/S 

oT. ^D7A7i-3-^/ T"fe^;i/ h^>^7^v — if (chloramphenicol 

acetyl transferase) #HA lifn^^^i^FAST CAT chrolamphenicol Ac 

etyl transferase Assay KiTiCioT. j8 - ^ h */ #S*.tffD 
^M^Aurora Gal-XEK <fc o TM^f -5 3 £ 3 0 
[0 0 2 2] 

(5) T^^r K>iI15:lSt5li^Mi:tsaWTOl^ 
«tcifc *; & £ iirT < 3 £ lc J: o T, d ©Mffi ^M^JCftcffi S *ifcifcftf?Stt 

nmmmmmteiz) Z24ftzfu-bizmm&mm mut. 5 x 10 4 ceii/weii 

) Till, 24^^n-rs 0 

(D [ 3 H]T^=¥F>^$:jg^* (Mitf, 0.25 ^Ci/well) £&3J:e> 

^*n-r^ 0 [ 3 H]T7^F>^iJP^Jl6^^. (MZ-li. 0.05% B 

SA£20mM HEPES£^tr/\>?*Ay :7 7-(pH7.4)) TfJJfe^L, #welUCj^»?£ 

(Mill 0.05% BSA£20mM HEPES£^tf7\>*;*Ay :7y-( P H7.4) : J^|J$, 0 
.05% BSA£20mM HEPES£-£tJ/\ y V 7 7 - (pH7.4) fcjK/SM A *j Z? 7 - £. 

2 1 £B!E4# 2000-3078605 




f^W ® <D * 5: S> > 9- 1/ - is 3 y % V > * - 1 C i: »J W -5 . 
[0 0 2 3] 

{C*t£, J&2H&, (i^il 4 mM) © Fura-2 AM (HlMrft^W 

fcJ&tlX. £ £ ©I&^*340nm^:t>*380nm-e<D505nm©m^^©it© 

c t-^t>*>, ® *ffljra*8g#ucFiuo-3 am (mmt^mzzmm) z&ML. mm 
o±mz&^Tftyt?z£?&*yM<Dmfc*zPkftmzitTis%, mmftc* 

Jyi-y mm®±& K. J: o T aequor in#Ca££-£^ £ & y S Zl £. £ MM b T , 

&mit&m<D k <t o t «w $ ti t £ r t & m%. -t & z t ic 

2 2 aiU# 2000-307860 5 
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W<*r*^G*yA?H£te.. Gi, Go, G s & £Ca 2+ £ 1/ ?± hX 
®.mVte\^G $ y fC&G 4 , G n ^ifCDCa 2+ $:^^;i / >g^i: btftlt 

2>G$yrt?M<Dmm K^-r>TfimLfcG^>A^is©zii:&vAe)o m=^^^ 

Ca 2+ tf)^gfr-£ ^- $ --?Z>Z.£.tfV%Z> a 

MM ~? & = 
^ [0 0 24] 

t-77 # y a ? sm^ua h mm. *m~?z> nmta?m * 

£ c s ^ t y&mib* y a * SC^Mic r *mm-t z> z. t iz 

o-[2- 3 H] inositol (2.5V^ ? DCi/well) £»0£ig^tfiT* 1 Big^Lfc;*-- 

© (Mitlt. 1.5 M) © KOH, M^Jt 60mM) © HEPES^T 

«ftU AGlx8*Sffl| (Bio-Rad)£g§&fc;*j^zaCjiU ift^Lfc#L ji^* (M 
1M ) HC00NH 4 fej:^^* (MAii, 0.1M) HCOOHT*^ ffi L fcttiM ?S 

© _hfB(D~©©#&£:*- yry^mi^^y^^^^mi^^mm^m^x 

[0 0 2 5] 

(e) Trf-x hft&zm^z&mk&miz-D^x 
xmmmizts^x. ^T^-xbmm^mt^m^t^i tut. ±m (o 
izmmv&mtntm (mz-ittm • #3^©^^ k, • #^©# ynv 

2 3 2000-3078605 




m&ti <do*>. ±ia (d) \zum<nMMmm%w@bfeik<D^-?M^ w*l< 

&> IMpH (acidification rate) (DMWs Zfflfeir Z> Z. £ £ f &*HJi3 

& %m l, & v £ ^ \t ^ (DMffiB: m & & m v ^ £4§ie? ic itm^mmfs^m^ 

iDJMfrlftlCkj:, ^iH *-7 7«ft^^^l^GHSf§fr (Howa 
rd, A.D. et al. Science 273: 974-977, 1996) ©l^CDTd'-Z 

ICte. BB^JS-^ : 1> 6, 9 — 10. 13. 1 6~2 0T^$tlS7^;ili!^J 
if) *f>» (;&«i$g, jkift) £<Di&i$2b\f £*i<S2>\ h y;b#£3i^lftlcfr^£ 

±12 (D) ^c|a^omM^'K?RI^^^c^3v^T. tzmt^m-tfT^-xhtS 

^m^^nmt^mx^^^i^(Dmmmm<DM,i^m^^rK^iri>K tie© 

[0 0 2 6] 

-LIB (D) - (1) Izmm&mffiftpH (acidification rate) <D^m*Wl& 

2 4 mil# 2000-3078605 




±12 (D) - (2) lzmM<DmmLfcGTP 7 S(DttMm&ZWfe?Z>Z-£$: 
m^CDMMm^ 100% t U MM^%^AD^.^HJ^E©SC*f?Stt^l05%S:M 

# £ m t~M&iz izmmmmm&rfm® £ ti & v ^^>f[:^# c o vn t « r rf - x 

-his (d> - (3) izmmwmi&ft c amp (Dmrnzmfe-rz z. t&q&mn-? 
z>ffls&nm?£&mM&$:m\<^f=.m&iziz. cmp^m^nM^m^mmiz^- 
&iz&, 7*)vxnv>mmiz£^Tm$i-£ixt=.ckm>m,$:ioo%£v. u,mt&m 

<DmilQiZ£ o IMS *lfccAMPi3^95%jetT*e*)* ^(DT^ tf- 7 t 

> a * n £ m^i i, & v^^B5g £ « ^ <Dffimmm& zm^ iz itmmmmm^ 

±8h (d) - (4) izmmvcRE- vt$- $ -mte?--&mA-?z> ztzmmt 
-? & Mffimmm&mfe& t=.m&, c MPom&mmitm & &mz -t %> m& 
izit, v >mmz&-oT£.vfc$&ytmz:ioo%ii u &wat-&Qt<D& 

mz£^T&vt^ybmtf95%&>TT*$>z>%(DT*. ?t--7 7>$:m{£*isrt?n 
& mm l & * tz. ft* (DMmmmft zm^t~m&iz itmmmmm^u #> 

5. cAMP©«5feffi3i^S:ffi«ltc-rs»^K:tt, »*ffc^»&*flllbfc 

2 5 ttiSE#2 0 0 0-3 0 7 8 6 0 5 




_hie (d) - (5) \zum<DT^^^ymMm^m^ir^z.h^mumr^m 

m<P<D [ 3 H] 7^3r F>^»©*$rlOO%^ U Umt^m^M Lt=. £ # tf)fg 
jfc 143 © [ 3 H] 77^ K> WLftmm £>* # 105%a_t T* & 6 =b <Z> T\ :t - :7 7 > ^ft: 
# > /1 * SI £ $1^ L & 2; £ & ^ tf> iNH Ml® & £ m v ^ £ &c 

_tIE (D) - (6) \zmM<DMMfote 2 *<DWM*mfe^Z^£*m&£-$-Z>M 

mrnmfc&mfezk & m v * & iz mm^m & &jjq b & v^-£ icm$i £ *v & 
±.ts (d> - (7) \zmm<D^ j tsv-KV ymm$i*wi£'tz>z.ii%:!&m.£ 

[0 0 2 7] 

2 6 ffilE^F 2000-3078605 
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zmL. &m,mt&mzi£L. jlih (d) (Dmmmmm&&m^®K (mz.itt 

MzfaMlZlZ, MXJ£, t-77>SW>/^I^GHSM (Howard, 
A.D. et al. Science 273 : 974-977, 1996) lifo&%i5(Dp<MM¥k£. L/Tli. gH 
7ff## : iU 6. 9 — 10, 13. 1 6~20 "e^$*l£T^ J WM&\%: iZMt't 

C^lCRFT^ F^tSr^-TS^:/^ F£LT«:. «SUBT?fcl:A-18-F-NH 2 , 
F-8-F-NH 2 (Perry, S. J. et al. FEBS Lett. 409: 426-430, 1997) , prolact 
in-releasing peptide (Hinuma, S. et al. Nature 393 : 272-276, 1998) i&E 

TWM65lc#^L/T^§o 3gK:iiia^co^T=fc7fc*n(Z>RF7^ F^^FtfT 
^»^^^C#«ic#^-t^h#x.e>tv, «?Ug&ci3tt£>$T£i&RFyi* F^ 

2 7 2 0 0 0 - 3 0 7 8 6 0 5 




^tsri:^ tic^&lcjt^ officii fc*. 

[0 0 2 8] 

(1) fta«3fi&*-r*35«J©^^F, 3*»£>#>^M> 
Ftt-ffr&fc&ttJRUT," y#>F^4Mtfc»febfe©^ ^ 

y ^ > f £ « © * ^ * >f & mfe -t z> r t # -e £ s . 

W£> llittf* Beilstein Handbook of Organic Chemistry (Bei lsteinflt) „ CROP 
R(Serwent Crop Protection Registry) 7 7 << h (Derwent}±) , Derwent Drug!7 
74 A/ (Derwent*±) , The Merck Index (Merckft) &2bVf%*lZ> 0 

rkiz. auesnfcy is> Ftcov>r±ga (d> izmm<z>M8&mm?£&w%.&*: 

So 

[0 0 2 9] 

*fctiyn-^S:^Ut, y F£fc«^tf>-9-:/#>f :7£=i- FtScDN 

a ^ ttiifc^ S:^a-n>y-rsri:icj:yy^> F^fci^fC £ m#-r s 

o 

£-r, ±ss (f) icib^©t^-x h»tt«:#-r«iafcfls#«©*a«». w 

2 8 ffilE# 2000-3078605 




tf3fea3&^©*6)«>*iM« rift, im* fl«> mu mm. &mf& 

, ffi©e», #§t> aw, &i&> jw, $gft«, jfe«f, ^»3&tr) * 
t~i3.fflmm&(D>f j u dna5^^7 u c d n a^w ^ u if j^e> aft 

^ * n - > ft £ *i y # > K&ttftK £ 3 - K "T 6 £ £££T & ^ "f £ c D N A 

l*B®lz&y*&£ik. £&l,$ffiMlz&*)ffimBmr*m4tVfcV. y>#-&# 

yH ltOATG$:tt, ££3' ^SgMlCttjSf?^ihn K> £ UTCDT A A, 
TGA^fettTAG^lT^T^iK 3*1 b ©SIR HI & 3 K>-^»|R^lhI3 

#CfC, ±gB (A) (B) JC»«Lfc*-7T>S***>^^«»3K«B 

£ v > itmm & mm l t=. «u »^«^f> 3 sa ic <k y «ue $ ti & y # > k * fe » -e © 
^©aaiffi*s:#*^a«:if^3ai[Mv^*i&. ^«^©*icm^£ 

2 9 ffiSE# 2000-3078605 
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tittle & g #^©#&&.g> vni^tucm i^^^r^tc i y , mm&t. te-te 

(DM. Bodanszky £J;tf M.A. Ondetti % s<zf?- F (Peptide Synthes 

is), Interscience Publishers, New York (1966^) 

(DSchroederfe^tFLuebke. if ^<zf^ F(The Peptide), Academic Press, New Y 
ork (1965*£) 

(Diii^a i-f* F&f&tommt&m* %mm) (1975*10 

®&«r?&f8 u 3 e scents iv, 205, (1977 

m 

<§>&&mmm& mmm&omft mim v&m &j\mm 

3 0 mH4f 2000-3078605 
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Htt) ytf^Fifcfc^©^*^^**^*^ TIE (J) lcgE«tf>y# 
A^fgU f©mRNA*»&'J#> Ft ««ljl© c DN A S ^ i: % t' 

s&kjub (a) c««bfe*-7T>5»#*>^yK©«a*aK:* 

[0 0 3 0] 

(3) <y=T^:*hSttfc***1*IMfc^*#* ^^F\ *>**K*fctt* 

^^^-^s^afH^j^^i-e^^F^fe^^^A^^srae^i-T 1 -^- 

gg^-^-K-^bTte, GenBank (gftffitt) 7T>f;V (Natio 

nal Institute of Health) , VTS (Virtual Transcribed Sequence) teEtf 

y3tf>K«»«lKS:3-K*r**«iB^«fe«Stintf. -hSB (G) - 2 lc|S 

SffefMtLT, ±« (G) -2KllB«©*ttlCfllBT, U#2/FiHM«Ml# 

3 1 ffiH4#2 0 0 0-3 
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[0 0 3 1 ] 

as^T-^StiS^^KSrigBCD^^K (*>/***) ^Jfc#8sfc«v*T, f£ 
(a) ^^Dt-^M4»#iS 

Mx. tfv ? ^ e>jfitfMS©gg«> e> SrS^K U**I&*8<Z> 2-50 gHcWBl 

*#>f>tf)#8j [*>f^- (Nature), 256, 495 (1975)] iCfl£ V^Jg-T -5 Z. £ 
#T*££o g&^ffiii&ItUTUt, 09*.tf, #V ttls >?V 3-/1/ (PEG) ^ 

3 2 £iJII# 2000-3078605 
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[0 0 3 2] 

#Mffi*fflfl&£ MxJi. NS-l, P3UK SP2/0, AP-lft 

if©SlfilI&ifeO#ttffijSIHJBS3b^(f e>*iSA^, P3Ul*W*b<Mv^?>tl§. ffi 

~20 : 1 3S^T*& y , PEG (jft KttPEGl 0 0 0~PEG6 0 0 0) 
#10—80 %mm<DWkmT*&fjaZtl. 20-4010, U < & 3 0 — 3 7 °C 

1-2 0%. #£L<tei 0 — 2 0%©4^J&M£#trRPMl 16 
4 Oigife. 1-1 oyoOWM&^tfGIT^i (f&3fe«aSXSi OHO ) & 
£^&/\>f:/y K-v^#M^ifii?»^«J (SFM-l 0 1, HtKSS^ (80 ) 

if*m^z>z.tftT*gz> e mmum&> 1^20-4010, #£b<»*®3 71c 
ftffiit, ±m®ffiMm^(Dttfam<omfe£mmzLTm7£T*g2> 0 



ffifE# 2000-3078605 




[0 0 3 3] 

(b) zu±- /iffiifr&mm 

•xytt&w («, deae) iz£z>m.m.mm. mm^m. ¥fr?>m&. 

^ [0 0 3 4] 

i ~2 o> t< tern i ~5<Dm&-eij7frz-&z>jjmtfm^t>tiz> 0 

3 4 aj|E# 2000-3078605 




[0 0 3 5] 

^SB«-ts^ neMttj _tiH (e) iciB*© ry^-x 

ttmit&Qu tcit^r. i»j»«tt (^ft»fctt, ±m (d) icaB^cDM 

^iot, _fcfE (G) C^Tl&#£*i£y K#ffi%f?£*-:7T>^ 
^^f^A^g^^^ttSr^t^iiS^-a-^f (Mx.«. ^7^h\ 

3 5 ffilE#2 0 0 0-3 0 7 8 6 0 5 
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MMmmfrizm*-? r y^mw zy^v nv>mm *i%m & t=. itmrn-r zit&yo 
(D&mmnzmffl.ZEtifc.m&iz-&vz>±m <d) izmmht^ U) imph© 
mm. (b)T^=¥ \?ymmm. (c)7tf;vn'j>m wmmfoc a z+ mm. ( 

e)fflmfo c AMPOm (f)«li§ficGMP©& (g) >f ^ y h - ?l> V yMM 

, (k) gtpts©^ CD utf-*-mte*<Dmm%£zmmiiLfcM 
7t-?r y^mtk %ynv m^mmm £ r=. it* (Dmmmmft ic u # y ^mmm 

mmmmt. m*-7 7y&mtk*yrtzm.<Dm l ffi*fe&ir&it&m (v^*j>s 
mmffim^tfm*-7 7y$:m&*y^?n<z>mMz cmmmi^ specific^ 

mwi£i5mzm^z>*-7 7y$:&fc*yrt?W£ itn tuiBLfc* 

- "7 7 > ^ ^ # # > * R £ "g- "T & % (O T' & *l tl © % <Z> T* & o T =fo J: V n „ 

v-—yyizm^z*A<D*---7 7y$:mfo*yrttWZn2>iz&. iti 
^S:Mv^T^:*^$'&fe^-->'7>^^^>>'^ 0 ^W^ifA^bT^^So 

3 6 ffiSEff 2000-3078605 
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^ifl^^-f (nuclear polyhedrosis virus; NPV) (Diji V *\ K U > 

AkC. ifcjtR CNambi, P. P>, if • — • * • A>f >T n • >T ^ 7. h 

V- (J. Biol. Chem.) , 267#,1 9555— 19559H, 1992^) lCfa«0D^^{C^ o T 

Jg##<-g-£*l£®#<Z>3i:£v^ 0 bT&, Potter-Elvehj 

(Kinematicaftg!) ©££$c#, M&mz 7 

mtf^t LTffiVM*>*l£„ fflmffiWWLZi&m (500rpm~3000 

r pm) T'$gB£fS ffilfr~l Oft) _t?ff £ £ £> (15 0 

0 0 r p m~3 0 0 0 0 r p m) tit 3 0^~2^Mt, #£:ft,&$fcSg£ 

3 7 miE# 2000-3078605 
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illfciitilhbtii, C 3 H] , c 125 n . [ 14 C] . C 35 S) 

t=.temM<Dmffi$-z> x?v-=-yifizmLf=.rtv7T-izmim-t2>z.iiiz&>>) 
^ ut-jz-m&MWt&ZMm-tz* k*j 77-izit. pH4~io (m^u<« 

P H6~8) (OVym^yyr-. h V 7T-&£tf>^*»ft£: v 

, ^#M69^$:{S^$-&^gWT% CHAPS, Tween-8 0™ 

m^HWT'PMSF, n-f^^>, E-6 4 FW^mSS) , ^ 

**^yteE<D7uTr-^mmm*&M^&^iL*>'z%z>o o.o imi~i 

0 m 1 U127°* -*§?£lC, -^fi ( 5 0 0 0 c p m~ 500000cpm) 

mmizm^^mMm^m^tyy^u-^^y^^y^-^t^tr-^^y^ 
3t-7 7y&nft*y^?nftmmm&t~iz*<Dmfammftic.vjsy k 

u^^tit^m^izit, mm&mmz* m*-7ry$:m&*yrtv'g.<Dmm*. 

3 8 fflfElf 2000-3078605 
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* t=. , * - 7 t > * > * it^m * tc co mmmmft iz y # > k 
fc#6 3iM * & tt co mm mm& ic - ? r > * > x ? mcomm z & m 

mmmmnitwi* --?t a ^namm* (a«»c, specific 

£ ) IBS'*- S (VA^^^Tri-X h) -e&S^j^tt, M^-^T>^#: 

&&m&m (mzmte&KMLT i%&>±<D*§tt<DWia* &&v<i*i o%j^ 
**r, *&mcDx?v-->y%miz%\,^*-z7T>$:&fcz>rt?Mii u 

3 9 ttilE#2 0 0 0 - 3 0 7 8 6 0 5 



11-236597 



ftfofi§yj (nuclear polyhedrosis virus; NPV) <Z>/K U ^ F U > ^ n 

SV4 0ft3(5©^n : E-^-, UbU?4 )VX(D7U^:-&-. 

M^n^-^t-, s R a 7u^-*-te¥<DTmzM&&t}<D-tfft£ bv^ $8 
giLfcb-fe:/*-®**: ttftil tt^ftltf) Jfmx*ft ^ri:^t§5 0 #9 
x.t£. AIR CNambi, p. e>, if • f-jv - ^ • /H*ns?Afl/ • >r^* b 

U- (J. Biol. Chem.) ,267#,19555~19559K,1992*£] lCffi«CD^SlC^o T 
*^m~?Z>%<»h ITS, ^^g#:^<D^{C^oT^igbfe^--^T>^ 

Jg##<-££*l£M:frtf>3£:£v^= JfflJ&©&#:£5S£: LTfcfc, Potter-Elvehj 

4 0 ffilE# 2000-3078605 



1 1-236597 



m&££\sTm^*>tiz>. m?lu. mMn&&mzi&i& (5 0 0 r P m~3 000 
r pm) T-mmm mn> o#) a^i, ±«$:$e>ic«ii (150 

00rpm~30000rpm) tSf3 0^~2H|gS^U #e>*l£tfci$£: 

*yA?me>Miz. lMfcfj 1 o 3 ~i otefeso^K, 1 o 5 

^f>K«^»tt (jtMtt) «<&y, *mmtkx9v-=-y9'a<Dmmtfi*im 

*»Lfcy^>K«««jKiiLTJi, flf*.tf C 3 H] . [ 125 I] , C 14 C] > 

c 35 s] 3&ifT*«i^$tifcy^>K^«%^if^flivAfenSo 

^-geiSS^litS. AV77-\Z\%, pH4~10 (IJKttpH6 

~8) (DV y&rfy 77— * h V x-m.m^y 77-&£*©y jtfy Kti/t-/^ 

-mBnn(D^^mmh^^7^yy7-r^tnt^-rti^%^^ e 

m&3%£&Zi&ffi2l*:Z>BMT:\ CHAPS, Tween-8 0™ Cfti-Th^ 
7*±) , ^h-x 3r =1 1/ - h & ^©l^ffiMftSU icinx. a 
ziii^T^So ££&c, 7°n-r7-if{c£3 i/-fe7*#— f>U F©#j§?£#ix. 
5@6ST'PMSF, n-f^7°^>, E-64 (^7^ KW2SmjS!) , ^^X^f 
^^^^^D^r-ifPlW^JSr^iD-r-Sr fcfcTf^S. O.Olml — lOml 

4 1 &SE4# 2000-3078605 




11—236597 

<DWL I'M-?* -gl ( 5 0 0 0 c p m~ 500000cpm) (D^W. 

LfcU#>K«»ft«&»illU H^tCl 0~ 4 M~1 0 _1 W-77>fi 

(N S B) &#Sfci&JC*jft3H©**ll©y K<ft*MMt&fln*.fc£j£*'3.- 

o^e>2 4i§if, b < 3 o 4$ ft e> 3 ^fiafj o . i^is^, #9*nwiiai 

St-r€>ft«*«a;V^^<3D*9> KB 0 ) *&#M«fiMir&* (NSB) £§[V>fc 
h (B 0 -N SB) 110 0%£ Lfcft. ftmMtg&A (B-N S B) tfi 

#>©^fi§^« S:^" — 77> # > 2 M ©«IB £ Pfl*^" 3 -fb^r^ ( V * t> **> Z> 

[0 0 3 6] 

(I) JtSB (H) K:8a«©*-7T>S*#*>^^«©*«B«:ffi3il*fcfcJ:lfiS 
^ _ 7 7 ^ # > ^ jg © aig £ teii * IfifF -T £ ft t 

ga (h) izmm<z>xtv-->>fj5mzi$^T. *-yr>$:m&*^^9fi<D 
tft^oigtLTH ^a^wicff^sns^s (M^tir;i/^u^M^if 

4 2 ffiH# 2000-3078605 



1 1-236597 



_hia (h) <D^&T*mbno2>*-7 7y$:m#*>rt?n<DWtM : &fe 

[0 0 3 7] 

ifr^ (MAti, 7>yh. x"^x, 9-9-^ nys?, -r^. -9- 

-j^^JcM^-li. -H{:ot$fio.i~ioomg, #*b<fcM&i. o 
~50mg, «fc y*?3; L<tt*&l. 0~20mgT*^ o ^SP^JC^-TS^ 

&Mm<Dm-v&m&mz.&. -bico^&jo. oi~3o mg 

L<fcM$0. l~2 0mgtE <fc L< te&jO. l~10mg 

4 3 mtE# 2000-3078605 
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[0 0 3 8] 

(J) t-77>^#^ >;^K©va*> K*fctt*©-9-^*>f 
#3SIJI§tt, JtfS (H) iCfB«©*- :7 7 >^##>A Q ?K©mtg 

umm?z>it^<%j(D*? y -rL>^&&ii«-r£©2*&e>-r, t:?-* 

So 

(ii) #tt»ft#e>©il«JteJWi»?Stt€:Jt«'r*ifc»C<fcy. 7^-XhStt5:l 

( i i i) gt&it^ -r * u ^ y Fmrnfyttan* -yyy #y/wn^ 
<Dmmwu&Azmfe-t2>z.i:K& y, he*- -yyy&mwywRcovisz' 

K * ^ © V -f # 4 zf £ ifejfc -r s & is « * & % © t- & & o 

m&fejsm ( i ) t-77> * > a * mmmmm, t & » ^ ©mm 

(ii) #«ttft^4fe©»IlfilW*«tt&Jfc«i! > rsz:i:K:J:y, TiJ-Xb^tt5:^ 
r*lC, *^3B«3t«:*"r*y^f>F«*§*ft (±&) &#v*T, «y#:/K« 
JblH'J i$y K«#*«3^*- 7 T ^©Specif ic& y Ft' 

tezfr^fri*. v#y FiffilJicit - 7 7 Ia©#^^ 

4 4 ffilE# 2000-3078605 
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#J^-£tC*fLT 1 %J^±©^*©iti0, It 10 %^±<D^A<Dm 

v tfy R7?&«g>£fg#>£>ti<£>. 

- 7 t > # # > / 1 * « £ ^ ir & =fo © t ft fcffa ft © =fo tf> 7? & o T % <fc v > . 

# NA$T/ilcte*B*iDN Atfjgv^fte*^ &TL%rfticMi&£ft£*>©7?«:& 
v* 0 Mx-fcf. ^^F•^T^-a•^DNA$:Mv^T=fo<^:v^ 0 t-7 7>^*>;\° 

-tirsfc^tcii, mDNAmK*m&zm3i£-fz>A*r=i.uvjjvxizm-$-z>m& 

fa{fc$3?^{ (nuclear polyhedrosis virus; NPV) CO/KU K U ^ 
SV4 0fi*ffl7 , D : E-^-, l/fD7>f^07°n : E-^-, ;* # n 

ifciSR [Nambi, P. P>, if • j;^-^ . . ;t>ftn*?*^ • >r^;* h 
U- (J. Biol. Chen.) ,267#,19555~19559K ,1992#] iC 12^0) 7j SStCfiS o T 

4 5 ffil#2000-3078605 




mtf&<&&n2>m&<DZ.£Z^?>* Potter-Elvehj 
emM*^^-fi?-XM£}¥Lmt-7j&> «7~U >tf?Uy#-^tfV buy 
(Kinematicaftjg) i&^lC J: 7 Uy^y* U^teif-VMfc 

mtf3L£.LTm^*>nz> 0 wz-iz. mmmmzi&m (5oor Pm ~3ooo 

rpm) T*$gB£IS (If, &I1#~10#) 3gifrU _L?t££e>lC^ (150 
0 0 r pm~3 0 0 0 Or pm) T?mi% 3 0 #~ 2 B£&g384>U #e>*l£ifc8$£: 

UlSSfe'J 1 0 3 ~1 otefe50^l<> 1 0 5 
^bfcU^> K^ffi#»Si:LT^ C 3 H] , [ 125 I] , C 14 CD , 

c 35 s ] if T?#a s n u 5ff > K«»*3Bt & if » ^ & ti s . 

l/-fe^^-^aR^ia$:Mig-r-5c A«)/77-tCtt, PH4-10 (M£L<& 

ph6~8) ®D>i/^;77- ^-^.m.^vyy-^EcDmnmm.hLiy 

4 6 ffifE4f 2000-3078605 
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. $m&mffi&*m.ffitZ1tZ>3mV. CHAPS, Tween-8 0™ OftaE- 
$r#Px.-5> @65"PPMS □ E-64 Kffi^m®!), ^ 

*$^>&¥<D7u9-T-i£mmM*mu-tz> zt^-v^z. o.oui~i 

Oml (DM. I'iz -fgiftlC, —>t* ( 5 0 0 0 c p m~ 500000cpm) 

<Dmmvtc.mm<%)M*:mi}Qtz>e on a* e> 5 on, M£t/<tt$j4n^ 

Mmiz&&?&Mtt?£&zmfayyris-yayj!jyy$--£fri$ 7 -%'yy* 

[0 0 3 9] 

UPAC— IUB Commision on Biochemical Nomenclature lC<fc.SH&-^&.5 V» 

DNA : ^^S/UaKetSft 

cDNA : ffiWW^^rS/UjKtglft 

A : Y^r—y 

T : 5^ > 

G : **y-> 

c : y yyy 

rna : vtfmm 

m R N A : tvtyy'V-VjSmm 

d A T P :ft^fi/7f;^>H'J>i 

<ittp : y^y~v ym 

dGTP : tt*rytf7J yy^vym 

dCTP : T**ryy^y~y^v ym. 



4 7 
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ATP 

ii J. X 


• J J S y*r ~S * y ^ fc*X 


F D T A 

Lit LJ JL xi. 


• -J— J \y *y <*s / <y t-iHrRX 


O -l~y o 


1 J /*f Will J \ S S * 


[0 04 0 1 




G 1 v 


• y J >y -y 


Ala 




V a 1 

V cL X 




L c U 


• n >f "v 


lie 




o e r 




1 11 I 


• "7 ly -7? "V 

• y\ iy yvj - — *y 


o y s 




ivi e t 


- A — ~y 


u 1 U 


• tf At ^ VSfe 

• S/ /i/ y* ^ tt£ 


Asp 


• / >A / yy ~r h5: 


L y s 1 




A r g 


• )ly 3£ — ^y 


n x s 


• V* ~7 «=f- ^y ^y 

• C- yS y y -y 7 


D U A 

A 11 6 


- y -J- — /!/ / <y — y 


T XT T. 

i y r 


• J u y y 


i r p 


• P V -y P y Jr wS 


Pro 


: v y 


A s n 




Gin 




p G 1 u 




HE PE S 


: N-[2-t Kn^i/if;i/] 



HB S S 



Hank's Balanced Salt Solution 
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[0 04 1 ] 

^ C@H^J## : 3 ] 
(@B^JS# : 4 ] 

^©^^feM2-efflv^e>tlfe-^^->^ , ;^*^•rsT^ y^iB^j$:^-r (m&tf 

^2#M) c 
CiB^J## : 6] 

^M©^^6M2-eMv^e>tlfei?->^;^^•r■5T^ /^@e^j?:^-r (^im 
f§!2#m) o 

&j&<DmmM2vm\<^tifev>7j]/tfm-*2>7 5. jmmn^m-t mukzt 

C1BM## : 9 ] 
£?2#JR0 0 

4 9 ffiSE#2 0 0 0 -3 0 7 8 6 0 5 




1 1 — 236597 

m?m^ : 1 0] 

3t2#M) o 
C@B#I## : 1 1 ] 

[SB#I##: 1 2] 

^oll^feM2T^v^e>4^^^->^ , ;l/^i-er^ JWmffl*^'* miJktf 

CBE#J#-5§- : 13) 
dB#J## : 14) 

^©^^gM2T'Mv^^>tlfe•9->^;^7b^t-■&T^ (mi&zf 

mn^i is) 
tmpm^ : i 6) 

^12 #88) . 
[gB#l##: 17) 

&&<DmMM2T*m^btifr j 9'>zfjvtfmirz>T^ jwmn*7*-t (*iw 
imvm^' i s) 
m.2^m) c 

CSB^I## : 1 9 ) 

&&<DmMM2x*m^t>titc.-*>zfjvtfm-t zt< jwmm*mt (^im 

5 0 HiiiE# 2000-3078605 
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: 2 o] 

tge?!l## = 21) 

^2#M) = 

CSB^[f## : 2 2] 
C@B^J## : 2 3 ) 

^M©^jgM2T-Mv^tifc-y->y;i/*^-r-5T^ jmmn^-t mijgtxf 

3t2#M) o 
CBe^I## : 2 5] 

# *2#M) - 

CMB^lfS-^ :2 6) 

^©^igM2T^V^^tlfe-^^>'^ , ;l/7b^•rST^ ^MMSr^f (glStf 
CSH^J#-^ : 2 7] 

^j&0HSfc#| 1 "eMv^nfeGHCFfczJ- Ft" £ D N A OD^gB^JSr^-Tc 
: 2 8] 

[0 0 4 2] 

5 1 ffit£# 2000-3078605 




H ?: m 5£ 1" £ t; v > o 

=r y h§?GHS§^#; (growth hormone secretarogue receptor) Oy&M\%£k 
T<D <fc r> iZfi-o Molecular Endocrinology. 11 ( 
4), 415-423 (1997) tC#££ ^ v h^GHS^fttype 

1 Atf>gE#lJC*r5£#T<Z> 2S£i<Z>-£f&DNA£-£f£Lfco 
GHCF:5' -GTCGACCATGTGGAACGCGACCCCCAGCGAGGAG-3' (MB^(I##: 2 7 ) 
GHR : 5' -GCTAGCGGAGAGATGGGATGTGCTGTCATGT-3' ( @B : 2 8) 

^ ZLtl^O-^fftDNAfc^T^y hm^TgPcDNAJ;yPCRlCT^#bfec PCR©^ 

hmj5|cTSPcDNA^?K 2 At 1 (0.2 ng poly (A) + RNAE&5fc) , GHCF (10 
ItM) 1^1, GHR (10 /*M) 1^1. ^StlCgstf<Z>10 x^f5^ 5/i 1 % dNT 
P (lOmM) 5 1 . KlenTaq (^d->^*±) 1 At 1 > 35 filZM*- 

T-£ft50 vUzLfco Thermal Cycler 9600 (A- 3f > :n;i/V- - 7:/^ 

K/Wti/XfAXt) &Jg^TPCR£l£lC^tt£ 0 PCR©^#tt95 T32 #0) 
W&V>%k. 98 1C10 68 TC90 fjHDV-J 2 )\>*L 3 5®^*j3gLfc„ PCR|g#J<Z) 
-9J$:MV>T«^«j-?:^l,l kb<DPCRjg^<D^if@£^IgbfcgL PCRMJ&TA? 
n-->^')/b (Invitrogen^t) £/§ ^T^CJK® \ZVrZf>7 U - — > ? V tc 0 V 

^$tlTV>S=fo©i:|HlDGHS^^#:cDNAT*^>S3i:^5ifgLfeo tfClC^tf):/^* 
^ K^MRS^iliS a 1 Ifc£tfNhe I IC ioTiftft»l.l kbOGHS^flsc 
DNAWf^«:#fe. £*>IC lfettffiffl»H-T^SpAKKO-l 1 1 
Httv;i/^^D-->^*-9--r h»#©1WI8B*!M r-S a 1 IfcitfNhe I tC 

>tC4:oT*t>£U *»»JM1 O 9 LTE. col i J M 1 0 9 / p A 

KKOGHSR&ffc. 

coli JM 1 0 9/pAKKOGHSR5:^iU ^^5. Kp 
AKKOGHSR©DNA$:^it:iglfe 0 

5 2 ffifE# 2000-3078605 




KDNA©^)^©2 0 fig%: 1 ml© U >^«^3®^7K (PB 

fc. CHOdhf r'M 1^^12X1 0 6 #£E#3 5mm©Mig*J§^- 

lC*fLT0.5 Ag©DNA{Cffi^f«>* (2 5 ^ 1) © U sKV- A^SrijgT U 
1 6B#P^-f >^ra^-^a ^^ToT^*^ R D N A Srffo fc 0 ££{C 

«f»J&«F^K:SS»bT 1 BR4fil&t, S&igMfi (deoxyribonucleosidesfcj: 
tJfribonucleosides^^:^ Lz&V'* minimum essential medium, alpha medium(C 1 

zn-D T&nzittLmm ^i&mm-vmnmm^izmm u ^sc$esn*©3g 

^yjg-T3i:tCj:oT^$:fife. CHO-GHS RlWi&£#£& Lfc„ 
[0 0 4 3] 

GHS^#:^CHOm$:2.7X10 5 cells/well©SSS^if-r hiZ>-9— Jg 

0.l5&©«i7 2/j4t?ffy;i/>^ -5 low-buffered RPMI1640igMfi£-9-W h ir > 

♦ -9--©jK>^$:MVNT100yt4l/min-e8 0#^©jt^i:4 0 ®fS<D&y°7&jtG>4}- 
l,T#M&U acidification ratewMM Srfi'&o fco acidification ra 
tefc^&i^^;wc£^T^>:/#iL^8##^£> 3 0 #m© p H©M;if§£: It 

mmvfc. b±yv-<D%L$&(D-wvmz.iz&^Ty-y7)vikmmiz7$-2fj> 

P^iSb, acidification rate©ftffc£$J£ L/fe. :c;i/©ffi3:J£$*-r£;k#> 
. i^-^^P^-^asi 3 ^;i/© acidification rate©>fiI£lO05K£: Itf- #©1g 
fcofco acidification rate©<fg#£5£ L fcffe, 0. lmH~ 1 fiM<D^mm 
®^^fKt>^l/l:WiCiIL, -e©^©*M$:^>r h -fe £J^T 
MJtLfc (3tl) , (^2) . GHSSM^Mb^^CHOdhf 
r"IHJ}&$:fflv>T=b|Hl#©^ , r-^©^M$:-9--f h -fe £M^TMJ£ Lfc 

c ,SJC5©lf-^^©acidif ication rate©-fg#120«&$:®;i £ =fc©{co V*Tte (O 

5 3 ffi§E# 2000-3078605 
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fg#>£>*i&v^©& (x) , £%t>£%m7L&\<^<D& (?) T^^Ufco 
, ^1, ^2^, HwAWfKati,' His D-Trp Ala Trp D-Phe Lys-amide$:^-f „ 



ffi|E#2 0 0 0-3 0 



4#¥ 1 1—236597 



[0044] 







GHSR 


CHO 
dhfr" 


HwAWfKa (BacheiDtfc®) 


GURP-6 


O 


X 


FMRFa (£JRJ#9 : 1 ) (BachemftSD 




O 


X 


YFMRFa (1B^J#^ : 2) (BachemftiSD 




O 


? 


YGGFHRFa (S2^J#^ : 3) (BacbemftgJ) 




O 


? 


YGGFMRF (K?U#^ : 4) (BachenSJQ 




X 


X 


PQRFa (IS#J#*y: 5) (Bachemfliig) 




X 


X 


FLFQPQRFa (K?»J#^ : 6) (BachemftiSD 


F-8-F-NH, 


O 


X 


AGEGLSSPFWSLAAPQRFa (5M#^ : 7) (Bacheirf±§g) 


A-18-F-NHj 


A 


o 


pEDPFLRFa (62£iJ#^- : 8) (BachemStM) 




X 


X 


DRNFLRFa (E^J#^ : 9) CBachemttU) 




O 


X 


NRSFLRFa (I3?IJ#^ : 1 0) (Bachem-ttg) 




O 


X 


TNRNFLRFa (&mmH : 1 1 ) (Bachem£t§g) 




O 


v 


FDVDHVFLRFa 0E#J#*? : 1 2) (BacbenS39 




X 


X 


KNEFIRFa (BB?!l#*§- : 1 3) (BacbemttSS) 


AF-1 


O 


X 


KHEYLRFa (E^J#^ : 14) (Bacbem&gD 


AF-2 


? 


X 


LPLRFa (Hg#J§^ : 1 5) (^^FflFS) 




X 


X 


SRAHQHSME I RTPD I NPTWYTGRG I RP VGRFa (IH^J#^ : 16) 
(PCT/JP96/0382 1 mzWSO 


bPrRP31 


A 




TPDI NPAWYAGRGIRPVGRFa : 1 7) 
(PCT/JP96/03821*fC!2m) 


rPrRP20 


A 


X 


SPB I DPFWVYGRGVRP I GRFa (E50tf : 1 8) 
(M. Fuj inoto et al., Biochen. Biopnys. Res. Commun. 
242: 436-440 im<f-\Z6SM) 


cRFa 


A 


X 


SGQSWRPQGRFa (SBWf : 19) (Bacheitf&§|) 


ACEP-1 


A 


X 



5 5 
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[«2] 



m 



LSSFVRia (Su^rar*? . 2 0; UiacnemfCgu 




A 


X 


ARPGYLAFPRMa (ge#l#*t : 2 1 ) (BachemttgD 


SCPA 


X 


X 


MNYLAFPRMa (62#J#*5- : 2 2 ) (Bachem&jg) 


SCPB 


X 


X 


YPSKPDNPGEDAPAEDMMYYSALRHT I NL ITRQRYa 
(fS?9#^- : 2 3 ) (^y^ 1 F#fM) 


neuropeptide Y 


X 


X 


HKTDSFVGLMa : 24) 


neurokinin A 


X 


X 


pEPLPDCCRQKTCSCRLTELLHGAGNHAAGILTLa 
: 2 5 ) (^7^ HW©) 


orcxin A 


X 




RSGPPGLQGRLQRLLQASGNHAAGILTMa (rE#i#^ : 2 6) 
(^7^ H#f§3) 


orexin B 


X 





[0 0 4 5] 
[0 0 4 6] 

[®2#I3t] 

[Sequence Listing] 

<110> Takeda Chemical Industries, Ltd. 
<120> Method for Exploring a Ligand 
<130> A99163 
<160> 26 
<210> 1 

5 6 itiSE4t 2000-3078605 
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<211> 4 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-C0Nfi* 2 ) form 
<400> 1 

Phe Met Arg Phe 

1 4 
<210> 2 
<211> 5 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 2 

Tyr Phe Met Arg Phe 
1 5 



<212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 3 

Tyr Gly Gly Phe Met Arg Phe 

1 5 7 

<210> 4 
<211> 7 
<212> PRT 



<210> 3 
0 <211> 7 



5 7 
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<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

Tyr Gly Gly Phe Met Arg Phe 

1 5 7. 

<210> 5 
<211> 4 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 5 

Pro Gin Arg Phe 

1 4 
<210> 6 
<211> 8 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-C0NH 2 ) form 
<400> 6 

Phe Leu Phe Gin Pro Gin Arg Phe 

1 5 8 

<210> 7 
<211> 18 
<212> PRT 

<213> Artificial Sequence 

<220> 
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<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 7 

Ala Gly Glu Gly Leu Ser Ser Pro Phe Trp Ser Leu Ala Ala Pro Gin 

15 10 15 

Arg Phe 
18 

<210> 8 
<211> 7 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<233> Xaa means pGlu 
<400> 8 

Xaa Asp Pro Phe Leu Arg Phe 

1 5 7 

<210> 9 
<211> 7 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 9 

Asp Arg Asn Phe Leu Arg Phe 

1 5 
<210> 10 
<211> 7 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 10 

Asn Arg Asn Phe Leu Arg Phe 

1 5 7 

<210> 11 
<211> 8 
<212> PRT 
^ <213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-COWL,) form 
<400> 11 

Thr Asn Arg Asn Phe Leu Arg Phe 

1 5 8 

<210> 12 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
% <220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 12 

Pro Asp Val Asp His Val Phe Leu Arg Phe 
1 5 10 

<210> 13 
<211> 7 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-C0NH 2 ) form 

6 0 2000-3078605 




<400> 13 

Lys Asn Glu Phe He Arg Phe 

1 5 7 

<210> 14 
<211> 7 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONH 9 ) form 
<400> 14 

Lys His Glu Tyr Leu Arg Phe 

1 5 7 

<210> 15 
<211> 5 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
0 <400> 15 

Leu Pro Leu Arg Phe 

1 5 
<210> 16 
<211> 31 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 16 

Ser Arg Ala His Gin His Ser Met Glu lie Arg Thr Pro Asp He Asn 
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15 10 15 

Pro Thr Trp Tyr Thr Gly Arg Gly He Arg Pro Val Gly Arg Phe 

20 25 30 31 

<210> 17 
<211> 20 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 17 

Thr Pro Asp He Asn Pro Ala Trp Tyr Ala Gly Arg Gly He Arg Pro 

15 10 15 

Val Gly Arg Phe 

20 

<210> 18 
<211> 20 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONB^) form 
<400> 18 

Ser Pro Glu He Asp Pro Phe Trp Val Tyr Gly Arg Gly Val Arg Pro 
15 10 15 

He Gly Arg Phe 

20 

<210> 19 
<211> 11 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 19 

Ser Gly Gin Ser Trp Arg Pro Gin Gly Arg Phe 

1 5 10 11 

<210> 20 
<211> 7 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONIL,) form 
<400> 20 

Leu Ser Ser Phe Val Arg He 

1 5 7 

<210> 21 
<211> 11 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONfi^) form 
<400> 21 

Ala Arg Pro Gly Tyr Leu Ala Phe Pro Arg Met 
1 5 10 11 

<210> 22 
<211> 9 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> the C-terminus of the polypeptide is amide (-CONB^,) form 
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<400> 22 

Met Asn Tyr Leu Ala Phe Pro Arg Met 

15 9 
<210> 23 
<211> 36 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 23 

Tyr Pro Ser Lys Pro Asp Asn Pro Gly Glu Asp Ala Pro Ala Glu Asp 

15 10 15 

Met Ala Arg Tyr Tyr Ser Ala Leu Arg His Tyr lie Asn Leu He Thr 

20 25 30 

Arg Gin Arg Tyr 
35 36 

<210> 24 
<211> 10 
0 <212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 24 

His Lys Thr Asp Ser Phe Val Gly Leu Met 
15 10 
<210> 25 
<211> 33 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form, 
<233> Xaa means pGlu 
<400> 25 

Xaa Pro Leu Pro Asp Cys Cys Arg Gin Lys Thr Cys Ser Cys Arg Leu 

15 10 15 

Thr Glu Leu Leu His Gly Ala Gly Asn His Ala Ala Gly He Leu Thr 

20 25 30 

Leu 

33 
<210> 26 
<211> 28 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> the C-terminus of the polypeptide is amide (-CONHg) form 
<400> 26 

Arg Ser Gly Pro Pro Gly Leu Gin Gly Arg Leu Gin Arg Leu Leu Gin 

15 10 15 

Ala Ser Gly Asn His Ala Ala Gly He Leu Thr Met 

20 25 

<210> 27 
<211> 34 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 27 

GTCGACCATG TGGAACGCGA CCCCCAGCGA GGAG 34 
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<210> 28 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 28 

GCTAGCGGAG AGATGGGATG TGCTGTCATG T 31 



• 
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